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BEST AVAILABLE COPY 



An isolated polynudealid^ campnsing a nocteolido sequsnce selected horn th« group 
comisfiiTig of: 

S a) a nudeotide sequence encoding the iGS3 polvi^epitda acicordtng io SBQ ID MO: 

2; 

b) a nucieottde sequen<» enwdtng Ihe potyp(jp{id.e encoded by tt^© DNA Insert 
contained in the dfepoaU no. CSS 102199 at ih$ Cantr^a&Ufeau woor 
Schimm»}ouHur«s Eit Baern (Ttte N$th«rtands), in papiteDt^ a nud<J0Ude 
^ se<}uerKe corfe$pon<ling to th^ SEQ ID NO; 1 ; 

a nucleoid e sequence having at laa^t 90 % (preteratJiy at (east 90%) ^^q^j^rigg 
3d€nmy over Ms en?Sre length to the nucleotkJe sequence of (a) or (b); 
d) a nucfeotid e sequence which is complimentary b th^ nucteotide ^equersce of (s) 
Of (b) or (c). 

15 

2. The potynuGleotkie of csaim 1 wherein $aid polynucieolkse comprl<;e5 ths r^^ocieoUde 
sequence oonla^t^erf *n SEQ lO N0:1 encoding ih« JGS3 polypeptide of SEO m N0:2, 

3. Thfe pdynucieoiida of claim 1 wheriein said polynttcleotid© cofnprisca » nudeoiid© 
20 Bequencfj that i$ al least 80% id«nticai to ihat of SEQ 10 N0:1 over Ue mtim iangth. 



4. 



The polynudeotida of cfaim 3 which is Ihe polynucleotide of SEQ ID NO:1 . 
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5. (Amended) The polynuckodde of claim i , which h DNa or RN A. 

I ' A DNA or RNA molecLtle C0;mprl£irvQ an oxpr^ssiort vector, wherein said expression 
vector is capote of prtKJucjng an iGS3 polypeptide comprissng an amino acid isequef^ce, 
which: has at least 90% idenlily wHh the polypeptide of SEQ ID NO:2 when said 
expression vector fe pr es«nt In a ?^mpatfbte ho^t c^tl 



30 



7. A host celf comprising the expre^s&Soft veictor «>f dalm 6. 

8. A host according to claim 7 '^hich ts a yeast cell 

35 9, A no^\ acoordtng to claim 7 whSdi Is an sr-itmai cell 

10. (Amended) K>S3 receptor mcmbmne preparation derived from a cell according to 

oMm 7. 
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"25, A composition for the preparation of a medicament for the treatment of a subject 
suffering fiom a tiisease relarcd to expressiori or actmt>' of an IGS3 t)oiypepiK}e receptor, in need 
of enhanced acti vity or expression of the IGS3 polypeptide receptor of S HQ id N0:2. or the 
polj^jeptide having the ammo acid sequence encoded by the DNA insert contained m the deposit 
no, CBS 1021^6 at the Centraalburcau voor Sc!u"irimeicultures at Baam (The NetbcrlaiKls) or ai> 
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f.GS3 pol>peptidccoi«pris.mg an amino add sequence which is ac least 80% tdcntical to cither of 
said ammo add sequences, said conipositton comprising: 

(a) a tf^rapeuticaliy efisetive amouti t of an agonist to the IG:S3 polypapiidc receptor 
seiected from the grotip consisting of 

(1) SEQrONO:2; 

(2) the polypept jde havi ng the amino acid sequence eneoded by tbe DNA 
insm contained in (he deposit no. CBS 102196 at the CentraalbuMftu voor Scbimmeiculsures at 
Baam (The Netherlands); and 

(3) m IGS3 poiipeptide comprising art araino acid sequence which is at least 
80% identicaj to cither of said amino acid sequences; and/or 

{b> w isolated polynucleotide: comprising » sequence selected from th$ group 
consisting of: 

(1) the nucleotide sequence of SEQ ID NO: I; 

(2) the DNA. ftisert contained in the deposit no, CBS 1.0:21 96 at the 
Centraaltaureau voor ScljinimelcuKwres at Baam (The Nctlicdands); 

(3) a nucleotide sequence that has 3f least W% identity to either of said 
nucicGtide sequences; imd 

{4) a nttcleotidc scqacnc« complewenlary to said nuckotide sequences in a 
fOTO as to eftfect production of said recep tor in vivo. 

26. A conip<^ii:ioji for the preparation of a medicament for the tiwrnent of a su bj eel 
suffering from a disease related to expression or activity of the 1GS3 receptor polypeptide, having 
need to isthibit activity or expression of the IGS3 polypeptide receptor of SEQ ID;2 or the 
pol j-pcptide having the mim acid sequence encoded hy the DNA insert coBtained m the deposit 
no, CBS 102196 at Ihe Ccntraalbureau voor Schtmmctcultures at Baam (The Nctherhmd&) or an 
IGS3 poljTjeptide comprising an awtito acid se<j«ncc which is at least 80% identical to either of 
said atMino acid sequences, said composition comprising at least one element selected frotn the 
group consistiag of; 
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(a) a therapeulicalJy effective amount of an amagonist to the IGS3 polypeptide 
receptor of SEQ ID NO:2 or the polypeptide Iwving the amino acid sequence eucoded by the 
DNA insett contained in the deposit nci. CBS 102196 at the Cenimalbureau voor 
Schtmmdcultures at Baam (The Netiherknds) or an 1GS3 po}>'peptide comprising an amino acid 
sequence which is at least 80% identical to either of said amino acid sequence; 

(b) n nucleic acid mo^e^^ule that iRhibits the expression of the nucleotide fiequeiice 
encoding the IQSJ polypeptide receptor of SEQ ID:2 or the pol vpeptEde having the amino add 
sequence encoded by the DNA insert contained i» the deposit no CBS 102 196 at the 
Centraalbvireau voor SchimmelcaJtures at Baam (Tlte Nethcrlancts) or art 1GS3 pQl>pepiide 
coniprising an amino acid sei^uenee which is at least 80% idetitical to cither of said aniino iicid 
sequences; and 

(e) n therapcuticaiiy effective amount of a |>o!y})eptjde that competes for its ligand 
with the TGS:5 receptor of SEQ ID N0;2 or the poJypepticie having the amino acid seqtien.ee 
encoded by the DNA insert contained in the deposit «o. CBS 102196 at the Ceiitra^lbiireau voor 
Schimmelcultarcs at Baant (The Netheriands) or an 1053 polypeptide comprising an amino acid 
sequence which is at least 80% identical to either of said amino acid sequences. 

27. The composidoti accortJing to claim 25, wherein the disease related to expression 
Of acti vity of the I0S3 receptor polj^eptidc is in-itaWc bowel syndrome. 

28. The composition according to claim 26,whefetn the disease related to expression 
or activity of the 1053 receptor poij^jcptide k irritable bowe) s>w!rome. 

29. A tttedicament tor the treatntent of irritahle bowel syndrome comprising at least 
on© dement selected from the group consisting of an JGS3 receptor agonisit compoutid and 
antagonist compound. 
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30. The confipi>siti<>:n of cMm 25, with ttae proviso that said agonist k not oti\onkm\ 
bromide. 

yi Tte compasition of ciaitn 30, wherein £he dtseaso related to expression or activity 
of Ibe IGS3 receptor polypeptide i$ irritable bowel sjudrome. 

33. The medicanii^nt of clJiJm 29, with tlic proviso that said agonist cotrf pound is not 
otilonitim bromide. 

33. An assay ibr m identification of conipound^> for the treatment of initable bowt] 
syndrome compri,sing an element selected itom ih& groiip consii^ting of: 

(a) th^ 1(JS3 receptor of SEQ ID N0:2 . 

(b) the fK>])^eptide having (he amino md sequence encoded by the DNA insert 
contained in deposiino. CBS 102196 at the Ceniraalburcau vwr Scbimmel^^^ at Baam 
(The Netherlands); and 

(c) an IGS3 polypeptide comprising an amino sicid sequence wliicb i$ at leusl S0% 
ideniicaJ to eithcdr of said amino acid sequences. 

34. The method according to claim 1 6, wherein the disease rehitod io cxprtmon or 
activity of tbe IGS3 receptor polypeptide is irritable bowd .^y^jdrome. 

35. ThQ method according to claim 17, wherein the disease relnted to expression or 
activity of the KJ S3 receptor polypeptide Is irritable bowel syndrome, 

36. The method according to claim 16, with the proviso that said agonist i^j not 
orllonimn bronude, 

37. The method according to claim 56, wherein the disease reiated to expreission or 
activity of the IGS3 rcecptor polypeptide in irritable bowel syndrome.-- 
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-38. The isolated polynuckotkfe uccording to claim 1, which Hscif, and/or the protein 
encoded by md pDlvTiucleotide, plays a role m irritable b^>wel ^yi^drome. 

39. The l^oiaied polynucJeoHde accordirtg to claim 1, which itself, andVjr the protein 
encoded by said polynucleotide, is used in diagnosing, pnive^nting, ametioraiing or correcting 
imtable bowel syndrome.- - 



